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THE MIF SUPERFAMILY IN ADIPOSE TISSUE INFLAMMATION AND WOUND REPAIR

Bong-Sung KIM, Norbert PALLUA
Aachen, Germany
intRoduCtion: Impaired wound repair represents a major health risk and a substantial burden to healthcare systems worldwide. While the factors that may facilitate wound repair may be manifold, subcutaneous adipose tissue plays a central, yet underappreciated role as it is a dynamic organ situated in immediate proximity to the skin and participates in wound repair inter alia by the secretion of soluble factors. The macrophage migration inhibitory factor (MIF) is a pro-inflammatory cytokine that was earlier described in the context of chronic adipose tissue inflammation. D-dopachrome tautomerase (DDT, MIF-2) was only recently added to the MIF protein superfamily and although its exact functions are unknown, DDT is considered a functional homologue of MIF. The purpose of the present study was to investigate the expression of adipose tissuederived MIF and DDT in wound healing disorders and elucidate their functions on dermal fibroblasts and cell mobilization.
MateRials and Methods:
Subcutaneous adipose tissue samples were collected from wounds that showed delayed healing accompanied by classical signs of local inflammation. Subcutaneous tissue from healthy donor sites served as controls. Protein and mRNA expression were measured and their paracrine effect on the migration and proliferation of human dermal fibroblast was assessed in vitro. Finally, macrophage mobilization was evaluated by an in vivo cell tracking experiment.
Results: Adipose tissue from wound healing disorders showed increased MIF expression whereas DDT was down-regulated. MIF is localized in adipocytes and infiltrated macrophages. DDT, by contrast, is primarily found in macrophages. While adipose tissue-derived MIF inhibited fibroblast proliferation, DDT supported fibroblast proliferation. Both family members recruited macrophages but the effect of MIF was more pronounced.
ConClusions: MIF and DDT show a hitherto unknown reciprocal role in adipose tissue adjacent to non-healing wounds, which may gain importance in therapeutic strategies (e.g. MIF antibodies / recombinant DDT) in the future.
IN VIVO TRACKING OF ADIPOSE-DERIVED MESENCHYMAL STROMAL CELLS DURING PHYSIOLOGICAL WOUND REPAIR
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intRoduCtion: There is increasing interest in the use of adipose-derived mesenchymal stromal cells (ASCs) for wound repair. However, the location of administered ASCs, as well as their migration, engraftment and survival are still poorly defined. Prior to assessing the benefit of ASCs in in vivo models of wound healing, an appropriate tracking system needs to be established to follow administered cells. This study aimed to assess the possibility of in vivo tracking of ASCs labelled with green fluorescent protein (GFP) and firefly luciferase (fLUC).
MateRials and Methods:
ASCs were isolated from rat inguinal adipose tissue and transduced with a dual lentivector to express both GFP and fLUC. In vitro, flow cytometry and bioluminescence imaging
